Carcinomatous metastasis to the pituitary region is common and usually arises from a primary in the breast or bronchus1 . In contrast, there are few reports ofpituitary failure due to lymphoma2A. We describe a patient with non-Hodgkin lymphoma presenting with cranial nerve palsy and panhypopituitarism.
A previously healthy woman age 73 reported diplopia, fatigue and headache for the past two weeks, together with mild thirst and polyuria. On direct questioning, she gave a story of increased skin pallor, distal parasthesiae and longstanding cold intolerance. Blood pressure was 120/ 80mmHg with no postural fall. Visual acuities were 6/6 bilaterally and Goldmann visual fields were full. Hess testing revealed a right sixth cranial nerve palsy. Secondary sexual characteristics were preserved and there was no expressible galactorrhoea. Haemoglobin was 8.6 g/dL with a normochromic, normocytic film and erythrocyte sedimentation rate was 100mm in the first hour. Serum sodium concentration was raised at 152mmol/L. Serum contained an IgG kappa paraprotein (8 g/L) with associated immunoparesis and there was a Bence-Jones kappa fraction in the urine. Lateral skull X-ray showed erosion of the dorsum sellae. Chest X-ray and skeletal survey were unremarkable, as were computed tomographic scans of the chest and abdomen.
Endocrine investigation disclosed secondary hypothyroidism (T4 54 nmol/L; TSH <0.1 mU/L) and inappropriately low gonadotropins for a postmenopausal woman (LH <lU/L; FSH<lU/L; oestradiol <0.07nmol/L).
Serum cortisol at 0900h was 230nmol/L with a delayed response to 1 mg depot tetracosactrin (4h, 1090 nmol/L; 8h, 1320nmol/L; 24h, >1660nmol/L). Prolactin was greatly increased at 5020mU/L with an impaired (39%) increment following intravenous domperidone 10 mg. Formal water deprivation test revealed partial cranial diabetes insipidus (mean urine flow rate 36mL/h, peak serum osmolality 320mosmol/kg; peak urine osmolality 361 mosmol/kg rising to 734mosmol/kg after desmopressin). Pituitary magnetic resonance imaging (MRI) demonstrated a soft tissue mass filling the sphenoid sinus on the right and contiguous with the pituitary gland. There was thickening of the pituitary stalk and an enhancing mass in the floor of the third ventricle.
Hydrocortisone replacement unmasked more florid diabetes insipidus requiring oral desmospressin. Thyroxine was started a few days later. Transsphenoidal exploration revealed an invasive tumour which proved to be a low-grade non-Hodgkin lymphoma. Most cells stained with B-cell markers but many T cells were also present. Prolactin immunostaining was negative. Cellular immunophenotyping ofbone marrow aspirate showed no evidence ofmyeloma. She was treated with radical radiotherapy (4000 cGy in 20 fractions) to sphenoid sinus and pituitary regions. On reassessment after radiotherapy, there had been resolution of the sixth nerve palsy, serum prolactin had fallen to 2360 mU/L and repeat MRI scan showed pronounced tumour regression. At latest follow-up, 21 months after radiotherapy, serum prolactin was 131OmU/L. COMMENT Non-Hodgkin lymphoma localised to the hypothalamopituitary region has been described in 23 cases post morteml but there is only one previous report of lymphoma presenting with hypopituitarism in the absence of extracranial disease4. Primary central nervous system lymphoma is increasingly recognized in immunocompetent as well as immunodeficient patients and is now thought to constitute 3% of all intracranial neoplasiaS. The presentation with diabetes insipidus, in addition to a partial cranial nerve palsy and anterior pituitary failure, was highly suggestive of underlying malignant or granulomatous disease rather than a pituitary adenoma. Serum prolactin at presentation was above 5000mU/L. In view of the absence of prolactin-elevating drugs and primary hypothyroidism, this was thought likely to be due to 'stalk compression', interrupting the flow of inhibitory dopamine from the hypothalamus to the pituitary lactotrophs. 5000mU/L was, however, an unusually high level for disconnection hyperprolactinaemia. In one series of 49 patients with non-adenomatous parapituitary lesions, none had serum prolactin greater than 3400mU/L6. In a more recent study, 4 of 34 patients with non-prolactinstaining adenomas had prolactin 2500-5600 mU/L7. There has been a single report of a non-prolactin-staining adenoma, in a series of 58, with a prolactin of 8000 mU/L8.
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Finally, it may be that the lymphoma was itself a source of prolactin. Prolactin is an autocrine modulator of immune function and lymphoid cells are known to express prolactin receptors9. T lymphocytes synthesize and secrete prolactinl0. Moreover, regulators of pituitary prolactin, such as dopamine and TRH, do not influence lymphocyte prolactin productionl 1. Hyperprolactinaemia associated with lymphoma has been previously described in one German prospective study12. Raised serum prolactin was found in 12 of 36 patients with Hodgkin's disease or non-Hodgkin lymphoma; mean prolactin was 1900mU/L, range 720-> 5600 mU/L. None of the patients was taking drugs known to raise serum prolactin. Primary hypothyroidism, which may be associated with hyperprolactinaemia was excluded and there was no evidence of pituitary disease on computed tomographic scanning. The mechanism of the hyperprolactinaemia was obscure but it could have been direct tumour cell secretion, in at least some cases. 1997;90:275-276 We present the cases of two elderly women who were initially admitted to medical wards with a history of haematemesis. In both, the diagnosis was delayed for want of examination of the hernial orifices.
CASE HISTORIES
Case I An 86-year-old woman was admitted with a story of having vomited half a pint of blood (300mL). She had vomited intermittently over the previous five days ('coffee grounds') and her medication included ibuprofen and aspirin. On admission, her cardiovascular status was stable and the only abnormality noted was mild tenderness in the epigastrium. The initial working diagnosis was upper gastrointestinal bleeding, probably secondary to non-steroidal anti-inflammatory drugs. Her haemoglobin on admission was 14.1 g/ dL. At gastroscopy the next day no abnormality was found in the oesophagus, stomach or duodenum. Subsequently she was seen to have a distended abdomen with diminished bowel sounds and her vomit was faeculant. A plain radiograph of the abdomen showed distension of the small bowel. At this stage, intestinal obstruction was suspected and subsequent clinical examination revealed a strangulated right femoral hernia. She was operated on 4 days after admission and was found to have a knuckle of small bowel loop caught in the hernial sac (Richter's hernia). A small perforation in this part of the bowel was repaired. After initial progress she deteriorated and died three days after surgery.
Case 2 A previously fit woman aged 91 was admitted with a week's history of epigastric pain followed by haematemesis and Department of Medicine for the Elderly, Severalls Hospital, Colchester C04 5HG, England
